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Abstract: Pharmacovigilance, which is the science and activities relating to the detection, 
assessment, understanding and prevention of adverse effects or any other possible drug-related 
problems, generates knowledge to facilitate the rational use of medicines. When a medicine is first 
marketed, there is limited information on adverse drug reactions (ADRs), especially in paediatrics, 
where medicines are less likely to have been extensively studied. Knowledge in drug safety is built 
up over time when more (in number, and more heterogeneous) patients are treated than were 
studied in the randomised controlled trials preceding the marketing of a medicine. Previously not 
recognised ADRs are often initially described in case reports and case series. Prospective cohort 
studies are useful in determining the incidence and risk factors of common ADRs. Case series and 
pharmacovigilance reporting systems have been useful in identifying previously unknown 
uncommon ADRs and risk factors for specific ADRs. This brief review provides examples that 
illustrate how various study designs and data sources contribute to the evolving knowledge of 
ADRs that is essential to help develop guidelines and improve the rational use of medicines.  
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1. Introduction 
All medicines have potential side effects. Studies have shown that up to around 2 in 10 children 
in hospital experience adverse drug reactions (ADRs) [1,2], and that at least 1 in 500 children in the 
community will experience an ADR each year [3]. 
Most commonly, ADRs are predictable, dose-related and are caused by a medicine’s 
pharmacological action. ADRs can also be uncommon or rare, unpredictable and occur at commonly 
used therapeutic doses [4]. ADRs can be induced by drug–drug interactions, misuse, medication 
errors, or be associated with risk factors such as genetic susceptibility, age, gender or pre-existing 
medical history. 
Before a medicine is considered safe and effective, it has been tested on animals (not in 
developing or new born animals) and patients in randomized clinical trials (RCTs). The RCTs use 
homogenous groups of patients restricted in number (from a few hundred to about 3000 [5]), 
treatment duration, and disease severity. The elderly and children are most often excluded from these 
premarketing RCTs unless the drug is specifically developed for these populations. Therefore, when 
medicines are new, or start to be used in new populations, knowledge on ADRs is limited. This 
situation puts a heavy responsibility on healthcare professionals to stay vigilant and report any 
suspected ADR when prescribing or administering medicines. Regulatory authorities, manufacturers 
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and academia study the toxicity of a medicine during its complete life cycle and rely on collaborations 
with healthcare professionals and patients. 
Pharmacovigilance is “the science and activities relating to the detection, assessment, 
understanding and prevention of adverse effects or any other possible drug-related problems” [6]. 
The core task in pharmacovigilance is to contribute knowledge that can be used for the safe and 
rational use of medicines. There are many different ways of studying drug safety. Later phase RCTs 
are the gold standard for studying the efficacy of medicines. They are, however, less useful for 
studying uncommon ADRs as they are often under-powered in numbers, and ADRs from RCTs are 
poorly reported [7]. Apart from experimental studies like RCTs, observational studies can be used to 
study ADRs [8]. Prospective cohort studies are useful for providing information on the incidence and 
risk factors of common ADRs [2,9,10]. This is because a group of patients are followed over time and, 
thereby, the denominator is known, which allows one to calculate the incidence. They are, however, 
poor at detecting rare ADRs which can only be determined with very large numbers of patients. 
Other limitations with cohort studies are biases relating to subject selection and loss to follow-up [8]. 
To compare groups with, and without, a specific outcome, such as a specific type of ADR, case-control 
studies can be used. However, case-control studies are usually retrospective and can suffer from 
various types of biases, such as sampling (referring to both cases and controls) and recall biases [8].  
Clinical observation, case reports and case series are useful for identifying possible new ADRs 
and can sometimes be the only source of information for understanding their nature. To enable 
sharing suspicions of ADRs, apart from publications in scientific journals, a globally unified collection 
of spontaneous reports to pharmacovigilance reporting systems was set up following the thalidomide 
tragedy in the 1960s [11]. Information on suspected ADRs has been collated since 1968, when ten 
nations joined to form the World Health Organization (WHO) Programme for International Drug 
Monitoring (PIDM). Healthcare professionals, patients and pharmaceutical manufacturers report to 
national pharmacovigilance centres who forward data to VigiBase, the WHO global database of 
individual case safety reports maintained by Uppsala Monitoring Centre (UMC) [12,13]. In December 
2018, 134 nations were members of the WHO PIDM and shared over 18 million reports collected since 
the start of the programme. More than half of these reports have been transferred to VigiBase during 
the past five years, with a current growth of about two million reports per year. 
The knowledge compiled from these different sources is used to guide healthcare professionals 
and patients in their efforts to mitigate risks from medication use.  
The aims of this brief review are to illustrate different methods of studying drug safety and to 
explore how they have been applied to enhance safe prescribing in paediatric patients. Several 
examples of recognised drug toxicity in children will be used. This paper is not a comprehensive 
review of drug safety in children, but rather focuses on examples of ADRs that illustrate the route 
from suspicion of the ADR to recognition by clinicians, and on how various study designs and data 
sources contribute with increasing knowledge. 
2. Chloramphenicol 
An early example from 1959 is when the antibiotic chloramphenicol was reported in a case series 
of three neonates who developed the grey baby syndrome (abdominal distension, vomiting, cyanosis 
and cardiovascular collapse) [14].  
The following year, a pharmacokinetic study showed that neonates had impaired 
glucuronidation of chloramphenicol [15]. This study suggested that drug metabolism may be 
impaired in the neonatal period and that, in view of this, lower doses should be used (Table 1). 
Subsequent studies have shown that glucuronidation is significantly impaired in neonates [16].  
In the US, the product information for intravenous chloramphenicol states that full-term 
neonates up to two weeks old, or paediatric patients with immature metabolic function, should 
receive half the daily paediatric dose divided into four doses to avoid serious ADRs. The blood levels 
should also be carefully followed. The product is restricted in use because of other known serious 
ADRs, such as blood dyscrasias, seen in all ages; hence “chloramphenicol must not be used when less 
potentially dangerous agents will be effective” [17].  
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Chloramphenicol is also used as topical treatment for eye or ear infections. In the UK, some of 
these topical products are indicated for children of two years and over, and other products do not 
have an age restriction; however, guidance suggests that it may be necessary to adjust the dose when 
used in newborn babies [18]. 
Table 1. Drug toxicity in neonates. 
Drug Adverse reaction Type of evidence and Year 
Chloramphenicol Grey baby syndrome 
Case series (1959) [14] 
Pharmacokinetic study (1960) [15] 
Sulphonamides Kernicterus 
Randomized Controlled Trial (1956) [19] 
Protein binding study (1964) [20] 
3. Sulphonamides 
The use of sulphonamides in premature neonates was reported to be associated with both an 
increased mortality and kernicterus [19]. This was actually identified in an RCT. In the mid-1950s, 
antibiotics were recommended to prevent serious infection in premature neonates; however, there 
was no guidance as to which treatment regimen should be used. Silverman et al. initiated an RCT 
investigating mortality and morbidity in 193 low birth weight neonates randomized to either 
oxytetracycline or penicillin/sulfisoxazole [19]. The study finding of increased mortality and 
kernicterus was unexpected as clinical trials in the 1950s preceded the era of power calculations in 
order to determine the appropriate sample size. Clinical trials are now powered to look at efficacy, 
but not usually powered to detect toxicity. A few years later, a study demonstrated that 
sulphonamides are highly protein bound and that, therefore, they displace bilirubin from albumin 
[20]. This results in an increase in the free fraction of bilirubin and can cause kernicterus in a pre-term 
neonate (Table 1). Subsequently, it was recognised that one needs to avoid highly protein bound 
medicines in the neonatal period in order to minimise the risk of kernicterus. Sulphonamide products 
in the UK are contraindicated in premature babies and full-term infants during the first six weeks of 
life, except for the treatment and prophylaxis of pneumocystis pneumonia, and should be avoided in 
late pregnancy and by mothers who are nursing babies at risk for hyperbilirubinaemia [21]. 
4. Salicylates 
In 1963, a case series of 21 children with multi-organ failure including encephalopathy, liver 
failure and renal impairment was reported [22]. The children all presented to a single hospital in 
Australia over a period of 11 years. Seventeen of the 21 children died. In 1965, a letter postulated a 
possible link between Reye’s syndrome and salicylates [23]. It was a clinical observation by one 
individual based on cases seen in a single hospital. It was not until a case-control study in 1980 that 
the use of salicylate was confirmed to be associated with Reye’s syndrome [24]. This case-control 
study involved seven children hospitalised for Reye’s syndrome and 16 controls from schools in one 
state in the USA. The mechanism of salicylates causing Reye’s syndrome was not established.  
However, regulatory agencies subsequently recommended avoiding the use of salicylates as an 
antipyretic/analgesic in children under the age of 12 years in many countries [25]. Risk minimising 
action can be taken even when the mechanism of the ADR cannot be explained. A review of a national 
pharmacovigilance database for suspected ADRs reported four fatalities in association with the use 
of salicylates in children between the ages of 12 and 16 years who developed Reye’s syndrome [26] 
(Table 2). Subsequently, salicylates were no longer recommended in children under 16 years in the 
UK [27] as an analgesic/antipyretic. When it comes to the mechanism, there is evidence that aspirin 
seems to trigger the development of Reye’s syndrome in patients with fatty acid oxidation disorders 
[28].  
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5. Propofol 
Propofol was developed as an anaesthetic agent. It was subsequently used as a sedative in 
intensive care settings. In 1992, a case series of five children with upper respiratory tract infections 
aged between four weeks and six years, who developed metabolic acidosis, bradycardia, heart failure 
following the use of propofol, was reported [29]. Sadly, the five children died. Several years later, a 
larger case series of 18 children showed that the toxicity was likely to be dose-related [30]. It was 
recognised that high dose (>4mg/kg/h) and long duration (more than 48 hours) were likely to 
significantly increase the risk of the development of propofol infusion syndrome. In Europe, propofol 
is now contraindicated as a sedative in ventilated children [31]. Despite this, propofol continues to be 
used in critically ill children [32]. 
6. Antiepileptic drugs 
Epilepsy is the most common neurological disorder in children. Sodium valproate is the most 
frequently prescribed antiepileptic drug although there is increasing utilisation of newer antiepileptic 
drugs such as levetiracetam [33]. Case reports of hepatotoxicity following the use of valproic acid 
were first reported in 1979 [34]. In 1987, a retrospective review of 37 cases of fatal hepatotoxicity 
associated with valproate therapy was published [35]. This retrospective review identified children 
under the age of three years receiving polytherapy as being at greatest risk of developing liver failure. 
Additionally, the presence of developmental delay was also a risk factor. This case series review 
suggested avoiding the use of valproic acid in these children at greatest risk. A subsequent analysis 
of VigiBase reviewed 156 fatalities in children in association with hepatotoxicity and valproic acid 
[36]. This study again suggested polytherapy to be a risk factor but also identified that the risk 
appeared greatest in young children aged six years and under.  
Several antiepileptic drugs can be associated with Stevens–Johnson syndrome and toxic 
epidermal necrolysis. Lamotrigine has been reported to be associated with the development of 
Stevens–Johnson syndrome. It was initially described in case reports [37]. Co-medication with 
valproic acid has been described in individual case reports. A case series of 10 children who 
developed a serious skin reaction to lamotrigine (including five possible cases of Stevens–Johnson 
syndrome) identified co-medication with valproic acid and high dose/rapid dose escalation as risk 
factors [38]. In 2000, the lamotrigine dosage regimen for children was revised in the UK to reduce the 
risk of this ADR [39]. A review of paediatric case reports of Stevens–Johnson syndrome and toxic 
epidermal necrolysis in association with lamotrigine in VigiBase identified 486 reports. Co-
medication with valproic acid was reported in 207 of the 486 cases (43%), which was significantly 
more than for cases with these co-medications reported without skin reactions [40]. 
7. Medications Used for Attention-Deficit Hyperactivity Disorder 
Attention-deficit hyperactivity disorder (ADHD) is a widespread disorder that can be managed 
by medication such as methylphenidate. In 2005, the regulatory agency of Health Canada signalled 
20 cases of sudden death reported worldwide (14 were children) for a stimulant combination product 
containing dexamphetamine and amphetamine that had been used for patients with ADHD. Health 
Canada initially withdrew the product but subsequently allowed it back on the market after a 
warning had been added to the product information that the product should not be used in patients 
with structural cardiac abnormalities [41]. Another signal, issued by UMC in 2005, highlighted 
serious cardiac effects after the use of the newly marketed non-stimulant ADHD medicine 
atomoxetine. The report described 38 cases with prolonged QT interval, seven with cardiac arrest and 
five cases with ventricular tachycardia [42]. In 2006, Health Canada updated the labelling for 
stimulant and non-stimulant ADHD drugs regarding very rare cardiac-related adverse events [41].  
A case-control study in 2009 reported an association between stimulant use and sudden death 
in adolescents [43]. The US FDA reminded their prescribers to screen children for heart disease before 
prescribing these medications. In 2011, a large retrospective cohort study was published that showed 
no evidence of an increased risk of cardiovascular events [44]. A systematic review and meta-analysis, 
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however, found effects of methylphenidate on systolic blood pressure and both atomoxetine and 
amphetamines increased systolic and diastolic blood pressure as well as heart rate [45]. These 
medicines are centrally acting sympathomimetics and increase noradrenergic transmission, so a 
plausible mechanism for cardiac reactions exists [45]. 
The current product information for methylphenidate, dexamfetamine and atomoxetine 
extensively describes how to manage the risks of these potential ADRs. Treatment is contraindicated 
in patients with pre-existing cardiovascular disorders such as structural cardiac abnormalities and 
life-threatening arrhythmias; so careful pre-treatment screening for cardiovascular status should be 
conducted and the patient’s ongoing cardiovascular status should be monitored during treatment 
[46–48].  
8. Discussion 
Our knowledge on medicines in children has increased significantly since the 1950s. Toxicity 
due to impaired metabolism or bilirubin displacement is, therefore, less likely to occur today as 
medicines are now more likely to be formally studied in children before being used widely. It is 
important, however, to recognise that medicines are less extensively studied in children than in 
adults. Additionally, many medicines are studied in healthy older children and not the sickest and 
youngest. One, therefore, needs to be aware of the risk of toxicity when using new medicines, and 
when a child is exposed to a medicine for the first time. Clinical trials are beneficial in evaluating the 
efficacy of medicines. However, they rarely detect uncommon ADRs. Knowledge generated from 
prospective cohort studies can provide information on the incidence and characteristics of ADRs; but 
they are often restricted to specific settings and lengths of time, which limits their ability to capture 
uncommon ADRs and ADRs occurring in specific patient subgroups. Despite over 6000 admissions, 
as in one prospective study [2], many severe reactions were low in numbers when related to a specific 
drug. Hence, knowledge generation of uncommon reactions can be limited in these types of studies. 
Published case reports or case series and reviews from pharmacovigilance reporting systems can 
guide prescribers in relation to the nature of harm associated with medications (Table 2). These 
sources can be used to identify possible new ADRs in paediatric patients such as acute renal 
impairment in association with levetiracetam [49]. Case series and pharmacovigilance reporting 
systems are useful for identifying possible risk factors for severe but uncommon ADRs [40]. Well-
documented case series can give insights into the nature of ADRs such as when the event is expected 
to occur in relation to the commencement of treatment with a medicine and inform about the 
chronology of signs and symptoms leading up to the diagnosis of an ADR, as well as the outcome 
and time to recovery. The major disadvantage with analysing global pharmacovigilance reports is 
that the risk cannot be measured because the data lacks information on the denominators and 
numerators. The number of treated patients (with or without a reaction) is unknown as well as the 
number of patients with a certain reaction (in relation to a drug or not). Other limitations with 
spontaneous reports are data quality problems, underreporting, and reporting biases due to 
intensively monitored drugs or media attention. One of the major advantages with 
pharmacovigilance reporting systems is the possibility to capture knowledge about any type of 
reaction, setting (hospital, out-patient care), medicine or medication use (off-label use, prescription, 
or over-the-counter), or patient (handicap or multi-sick), over the whole time a drug is available and 
used.  
Table 2. Drug toxicity in children. 
Drug Adverse reaction Type of evidence and Year 
Salicylates Reye’s syndrome 
Case series (1963) [22] 
Letter postulating link to salicylates (1965) [23] 
Case-control (1980) [24] 
National pharmacovigilance report review (2002) [26] 
Propofol 
Multi-organ failure 
Propofol infusion syndrome 
Case series (1992) [29] 
Case series (1998) [30] 
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Valproic acid Hepatotoxicity 
Case report (1979) [34] 
Case series (1987) [35] 
Global pharmacovigilance report review (2014) [36] 
Lamotrigine Stevens–Johnson syndrome 
Case report (1999) [37] 
Case series (1999) [38] 





Case reports (2005) [41,42] 
Case-control (2009) [43] 
Meta-Analysis of trials (2017) [45] 
9. Conclusions 
This brief review describes how knowledge about the safety of medicines is built up over time. 
To illustrate this, we have used some common historical examples and mainstream study designs 
and data sources. However, we have not included examples based on electronic health records or 
registries that can contain valuable information on ADRs. In the examples presented, we have 
referenced national product information; but it should be stressed that license agreements for drugs 
can differ between national medicines regulatory agencies and that product information changes 
over time.  
Sharing information and experiences in the context of paediatric medicines safety is imperative 
to build knowledge on ADRs and its risk factors to help in the development of guidelines to facilitate 
rational prescribing and use in children.  
Author Contributions: Conceptualization, I.C.; writing—original draft preparation, I.C. and K.S.; writing—
review and editing, I.C. and K.S. 
Funding: This research received no external funding.  
Acknowledgement: The opinions and conclusions of this paper are not necessarily those of the national centres 
which make up the WHO Programme for International Drug Monitoring nor of the WHO.  
Conflicts of Interest: The authors declare no conflict of interest.  
References 
1. Smyth, R.M.; Gargon, E.; Kirkham, J.; Cresswell, L.; Golder, S.; Smyth, R.; Williamson, P. Adverse drug 
reactions in children—A systematic review. PLoS ONE 2012, 7, e24061, doi:10.1371/journal.pone.0024061. 
2. Thiesen, S.; Conroy, E.J.; Bellis, J.R.; Bracken, L.E.; Mannix, H.L.; Bird, K.A.; Duncan, J.C.; Cresswell, L.; 
Kirkham, J.J.; Peak, M.; et al. Incidence, characteristics and risk factors of adverse drug reactions in 
hospitalized children—A prospective observational cohort study of 6,601 admissions. BMC Med. 2013, 11, 
237, doi:10.1186/1741-7015-11-237. 
3. Barzaga Arencibia, Z.; Lopez Leyva, A.; Mejias Pena, Y.; Gonzalez Reyes, A.R.; Fernandez Manzano, E.; 
Choonara, I. Pharmacovigilance in children in Camaguey Province, Cuba. Eur. J. Clin. Pharmacol. 2012, 68, 
1079–1084, doi:10.1007/s00228-012-1222-9. 
4. Elzagallaai, A.A.; Greff, M.; Rieder, M.J. Adverse Drug Reactions in Children: The Double-Edged Sword of 
Therapeutics. Clin. Pharmacol. Ther. 2017, 101, 725–735, doi:10.1002/cpt.677. 
5. Duijnhoven, R.G.; Straus, S.M.J.M,; Raine, J.M.; de Boer, A.; Hoes, A.W.; De Bruin, M.L. Number of patients 
studied prior to approval of new medicines: A database analysis. PLoS Med 2013, 10(3), e1001407. 
doi:10.1371/journal.pmed.1001407. 
6. World Health Organization. The Importance of Pharmacovigilance. Safety monitoring of medicinal 
products. 2002. Available online: http://apps.who.int/medicinedocs/pdf/s4893e/s4893e.pdf (accessed on 30 
December 2018). 
7. Anderson, M.; Choonara, I. A systematic review of safety monitoring and drug toxicity in published 
randomised controlled trials of antiepileptic drugs in children over a 10-year period. Arch. Dis. Child. 2010, 
95, 731–738, doi:10.1136/adc.2009.165902. 
8. Mann, C.J. Observational research methods. Research design II: Cohort, cross sectional, and case-control 
studies. Emerg. Med. J. 2003, 20, 54–60. 
Healthcare 2019, 7, 55 7 of 8 
 
9. Posthumus, A.A.; Alingh, C.C.; Zwaan, C.C.; van Grootheest, K.K.; Hanff, L.L.; Witjes, B.B.; t Jong, G.W.; 
de Hoog, M. Adverse drug reaction-related admissions in paediatrics, a prospective single-centre study. 
BMJ Open 2012, 2, doi:10.1136/bmjopen-2012-000934. 
10. Silva, D.C.; Araujo, O.R.; Arduini, R.G.; Alonso, C.F.; Shibata, A.R.; Troster, E.J. Adverse drug events in a 
paediatric intensive care unit: A prospective cohort. BMJ Open 2013, 3, doi:10.1136/bmjopen-2012-001868. 
11. McBride WG. Thalidomide and congenital abnormalities. Lancet 1961, 278, 1358, doi: 10.1007/978-94-011-
6621-8_27. 
12. Lindquist, M. Vigibase, the WHO Global ICSR Database System: Basic Facts. Drug Inf. J. 2008, 42, 409–419. 
13. Uppsala Monitoring Centre. Available online: https://www.who-umc.org/ (accessed on 30 December 2018). 
14. Sutherland, J.M. Fatal cardiovascular collapse of infants receiving large amounts of chloramphenicol. AMA 
J. Dis. Child. 1959, 97, 761–767. 
15. Weiss, C.F.; Glazko, A.J.; Weston, J.K. Chloramphenicol in the newborn infant. A physiologic explanation 
of its toxicity when given in excessive doses. N. Engl. J. Med. 1960, 262, 787–794, 
doi:10.1056/NEJM196004212621601. 
16. de Wildt, S.N.; Kearns, G.L.; Leeder, J.S.; van den Anker, J.N. Glucuronidation in humans. Pharmacogenetic 
and developmental aspects. Clin. Pharmacokinet. 1999, 36, 439–452. 
17. U.S. National Library of Medicine. Dailymed. Label: Chloramphenicol Sodium Succinate—
Chloramphenicol Sodium Succinate Injection, Powder, Lyophilized, for Solution. Available online: 
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aed29594-211d-49ef-813f-131975a8d0 
e3 (accessed on 25 January 2019). 
18. Electronic Medicines Compendium. Summary of Product Characteristics for Chloramphenicol products. 
Available online: https://www.medicines.org.uk/emc/search?q=chloramphenicol (accessed on 25 January 
2019). 
19. Andersen, D.H.; Blanc, W.A.; Crozier, D.N.; Silverman, W.A. A difference in mortality rate and incidence 
of kernicterus among premature infants allotted to two prophylactic antibacterial regimens. Pediatrics 1956, 
18, 614–625. 
20. Dunn, P.M. The Possible Relationship between the Maternal Administration of Sulphamethoxypyridazine 
and Hyperbilirubinaemia in the Newborn. J. Obstet. Gynaecol. Br. Commonw. 1964, 71, 128–131. 
21. Electronic Medicines Compendium. Summary of Product Characteristics for Septrin 80 mg/400 mg Tablets. 
Available online: https://www.medicines.org.uk/emc/product/267/smpc (accessed on 25 January 2019). 
22. Reye, R.D.; Morgan, G.; Baral, J. Encephalopathy and Fatty Degeneration of the Viscera. A Disease Entity 
in Childhood. Lancet 1963, 2, 749–752. 
23. Giles, H.M. Encephalopathy and Fatty Degeneration of the Viscera. Lancet 1965, 1, 1075, doi: 10.1016/S0140-
6736(65)91362-0. 
24. Starko, K.M.; Ray, C.G.; Dominguez, L.B.; Stromberg, W.L.; Woodall, D.F. Reye’s syndrome and salicylate 
use. Pediatrics 1980, 66, 859–864. 
25. Martindale: The Complete Drug Reference. Aspirin: Reye’s syndrome. Available online: 
https://www.medicinescomplete.com/#/content/martindale/2601-s?hspl=reye’s&hspl=syndrome (accessed 
on 28 December 2018). 
26. Clarkson, A.; Choonara, I. Surveillance for fatal suspected adverse drug reactions in the UK. Arch. Dis. 
Child. 2002, 87, 462–466. 
27. Electronic Medicines Compendium. Summary of Product Characteristics for Aspirin Tablets BP 75 mg. 
Available online: https://www.medicines.org.uk/emc/product/4172/smpc (accessed on 25 January 2019). 
28. Uppala, R.; Dudiak, B.; Beck, M.E.; Bharathi, S.S.; Zhang, Y.; Stolz, D.B.; Goetzman, E.S. Aspirin increases 
mitochondrial fatty acid oxidation. Biochem. Biophys. Res. Commun. 2017, 482, 346–351, 
doi:10.1016/j.bbrc.2016.11.066. 
29. Parke, T.J.; Stevens, J.E.; Rice, A.S.; Greenaway, C.L.; Bray, R.J.; Smith, P.J.; Waldmann, C.S.; Verghese, C. 
Metabolic acidosis and fatal myocardial failure after propofol infusion in children: Five case reports. BMJ 
1992, 305, 613–616. 
30. Bray, R.J. Propofol infusion syndrome in children. Paediatr. Anaesth. 1998, 8, 491–499. 
31. Electronic Medicines Compendium. Summary of Product Characteristics for Diprivan 1%. Available 
online: https://www.medicines.org.uk/emc/product/5492/smpc (accessed on 25 January 2019). 
Healthcare 2019, 7, 55 8 of 8 
 
32. Kruessell, M.A.; Udink ten Cate, F.E.; Kraus, A.J.; Roth, B.; Trieschmann, U. Use of propofol in pediatric 
intensive care units: A national survey in Germany. Pediatr. Crit. Care Med. 2012, 13, e150-154, 
doi:10.1097/PCC.0b013e3182388a95. 
33. Egunsola, O.; Choonara, I.; Sammons, H.M. Anti-epileptic drug utilisation in paediatrics: A systematic 
review. BMJ Paediatr. Open 2017, 1, e000088, doi:10.1136/bmjpo-2017-000088. 
34. Donat, J.F.; Bocchini, J.A., Jr.; Gonzalez, E.; Schwendimann, R.N. Valproic acid and fatal hepatitis. Neurology 
1979, 29, 273–274. 
35. Dreifuss, F.E.; Santilli, N.; Langer, D.H.; Sweeney, K.P.; Moline, K.A.; Menander, K.B. Valproic acid hepatic 
fatalities: A retrospective review. Neurology 1987, 37, 379–385. 
36. Star, K.; Edwards, I.R.; Choonara, I. Valproic acid and fatalities in children: A review of individual case 
safety reports in VigiBase. PLoS ONE 2014, 9, e108970, doi:10.1371/journal.pone.0108970. 
37. Bocquet, H.; Farmer, M.; Bressieux, J.M.; Barzegar, C.; Jullien, M.; Soto, B.; Roujeau, J.C.; Revuz, J. [Lyell 
syndrome and Stevens-Johnson syndrome caused by lamotrigine]. Ann. Dermatol. Venereol. 1999, 126, 46–
48. 
38. Besag, F.; McShane, T.; Neville, B.; Robinson, R. ‘Factors associated with serious skin reactions in children 
aged 12 years and under taking lamotrigine’. Dev. Med. Child. Neurol. 1999, 41, 68–69. 
39. The Committee on Safety of Medicines and the Medicines Control Agency. Lamotrigine (Lamictal): Revised 
dose for children. Curr. Probl. Pharmacovigil. 2000, 26, 3. 
40. Egunsola, O.; Star, K.; Juhlin, K.; Kardaun, S.H.; Choonara, I.; Sammons, H.M. Retrospective review of 
paediatric case reports of Stevens-Johnson syndrome and toxic epidermal necrolysis with lamotrigine from 
an international pharmacovigilance database. BMJ Paediatr. Open 2017, 1, e000039, doi:10.1136/bmjpo-2017-
000039. 
41. Martindale: The Complete Drug Reference. Dexamfetamine Sulfate: Effects on the cardiac system. 
Available online: https://www.medicinescomplete.com/#/content/martindale/1419-
m?hspl=cardiac&hspl=adhd (accessed on 28 December 2018). 
42. Emilio Sanz. Serious Cardiac Effects of Atomoxetine. In Signal: Analyses of Adverse Reaction Reports in the 
WHO Database (Internal document for the WHO Programme for International Drug Monitoring); Uppsala 
Monitoring Centre: Uppsala, Sweden, 2005, 3. 
43. Gould, M.S.; Walsh, B.T.; Munfakh, J.L.; Kleinman, M.; Duan, N.; Olfson, M.; Greenhill, L.; Cooper, T. 
Sudden death and use of stimulant medications in youths. Am. J. Psychiatry 2009, 166, 992–1001. 
44. Cooper, W.O.; Habel, L.A.; Sox, C.M.; Chan, K.A.; Arbogast, P.G.; Cheetham, T.C.; Murray, K.T.; Quinn, 
V.P.; Stein, C.M.; Callahan, S.T.; et al. ADHD drugs and serious cardiovascular events in children and 
young adults. N. Engl. J. Med. 2011, 365, 1896–1904, doi:10.1056/NEJMoa1110212. 
45. Hennissen, L.; Bakker, M.J.; Banaschewski, T.; Carucci, S.; Coghill, D.; Danckaerts, M.; Dittmann, R.W.; 
Hollis, C.; Kovshoff, H.; McCarthy, S.; et al. Cardiovascular Effects of Stimulant and Non-Stimulant 
Medication for Children and Adolescents with ADHD: A Systematic Review and Meta-Analysis of Trials 
of Methylphenidate, Amphetamines and Atomoxetine. CNS Drugs 2017, 31, 199–215, doi:10.1007/s40263-
017-0410-7. 
46. Electronic Medicines Compendium. Summary of Product Characteristics for Ritalin. Available online: 
https://www.medicines.org.uk/emc/product/1035/smpc (accessed on 25 January 2019). 
47. Electronic Medicines Compendium. Summary of Product Characteristics for Amfexa 10mg Tablets. 
Available online: https://www.medicines.org.uk/emc/product/7403/smpc (accessed on 25 January 2019). 
48. Electronic Medicines Compendium. Summary of Product Characteristics for Strattera 10mg Hard 
Capsules. Available online: https://www.medicines.org.uk/emc/product/5531/smpc (accessed on 25 
January 2019). 
49. Choonara, I., Star, K. Levetiracetam and impaired renal function. WHO Pharm. Newslett. 2016, 2, 18–23. 
 
© 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access 
article distributed under the terms and conditions of the Creative Commons Attribution 
(CC BY) license (http://creativecommons.org/licenses/by/4.0/). 
 
